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DETAILED ACTION 

The following office action is a responsive to the Amendment filed, 03/19/07. 
The amendment filed 03/19/07 affects the application, 10/501,030 as follows: 

1 . Claim 1 0 has been amended. 

2. The responsive to applicants' arguments is contained herein below. 

Claims 10-30 are pending in the application 
Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claim 10 is rejected under 35 U.S.C. 102(b) as being anticipated by Sakurai et al. (JP 
61000017). 

In claim 10, applicant claims "A method for the treatment and care of primary and 
secondary tumors by inhibiting angiogenesis which comprises applying at the tumor site a 
biomaterial comprised of: (a) a benzyl ester of hyaluronic acid, or (b) a cross-linked hyaluronic 
acid having carboxy groups cross-linked to the-hydroxyl groups of the same hyaluronic acid 
molecule or a different hyaluronic acid molecule, wherein said biomaterial inhibits angiogenic 
processes related to vascularization." Sakurai et al disclose applicant's method for the treatment 
of tumors by inhibiting or preventing the metastasis of the tumor which comprises applying 
(injecting) at the tumor site a biomaterial comprised of a cross-linked hyaluronic acid derivative 
(see abstract). It should be noted that the examiner considers the inhibition of angiogenesis the 
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mechanism by which said tumor treatment occurs. Furthermore, it should also be noted that 
since Sakurai et al. applies the same biomaterial or composition to the same tumor site as 
applicant it should inherently have the same effect of inhibiting angiogenesis as applicant's 
composition. In addition, it is well known in the art that angiogenesis is significant in the 
development of metastasis and that the inhibition of angiogenesis inhibits metastasis. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 11-17, 29 are rejected under 35 U.S.C. 103(a) as being unpatentable over Sakurai 
et al. (JP 61000017). 

In claim 10, applicant claims "A method for the treatment and care of primary and 
secondary tumors by inhibiting angiogenesis which comprises applying at the tumor site a 
biomaterial comprised of a benzyl ester of hyaluronic acid or a cross-linked derivative of 
hyaluronic acid wherein the carboxy groups of hyaluronic acid are cross-linked to the hydroxyl 
group of the same or different hyaluronic acid molecule; wherein said biomaterial inhibits 
angiogenic processes related to vascularization." Claims 11, 15-17, 29 are drawn to said method 
wherein the hyaluronic acid is in association with other natural, synthetic and/or semisynthetic 
biopolymers, pharmacologically active substance, specific pharmacological active substance, 
specific forms of the biomaterial and specific form of application to tumor site. 
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Sakurai et al. disclose applicant's method for the treatment of tumors by inhibiting or 
preventing the metastasis of the tumor which comprises applying at the tumor site a biomaterial 
or composition comprised of a cross-linked hyaluronic acid derivative (see abstract). It should 
be noted that the examiner considers the inhibition of angiogenesis the mechanism by which said 
tumor treatment occurs. Furthermore, it should also be noted that since Sakurai et al. applies the 
same biomaterial or composition to the same tumor site as applicant it should also inherently 
have the same effect of inhibiting angiogenesis. In addition, it is well known in the art that 
angiogenesis is significant in the development of metastasis and that the inhibition of 
angiogenesis inhibits metastasis. Furthermore, Sakurai et al. disclose that their cross-linked 
hyaluronic acid derivative composition has analgesic and tissue restoration effect (see abstract). 

The difference between applicant's claimed method and the method disclosed by Sakurai 
et al. is that Sakurai et al. do not disclose the use of pharmacologically active substance (such as 
anti-tumor compounds) in association with their composition. However, it is obvious to prepare 
a composition comprising the combination of compounds that have the same utility to treat the 
same condition or disease. 

It would have been obvious to one having ordinary skill in the art, at the time the claimed 
invention was made, in view of Sakurai et al., to have used the method of Sakurai e al. to treat 
tumors with a composition comprising a combination of a crosslinked hyaluronic acid derivative 
and a pharmaceutically active substance such as the anti-tumor substance, cis-platinum, since the 
combination of compounds that are used to treat the same diseases are well known in the art. 
More specifically, it is obvious to combine individual compositions taught to have the same 
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utility to form a new composition for the very same purpose. In re Kerkhoven, 626 F.2d 846, 
205 U.S.P.Q. 1069 (C.C.P.A. 1980). 

One having ordinary skill in the art would have been motivated in view of Sakurai et al., 
to have used the method of Sakurai e al. to treat tumors with a composition comprising a 
combination of a crosslinked hyaluronic acid derivative and a pharmaceutical^ active substance 
such as the anti-tumor substance, cis-platinums, because a skilled artisan would reasonably be 
expected to prepare a composition comprising a combination of the compounds that are taught to 
have the same utility, to treat tumors based on type and/or severity of the tumor condition or 
disease. It should be noted that the use of crosslinked hyaluronic acid composition in specific 
forms or formulations and with other biopolymers (such as for the administration or application 
of medicaments or active ingredient is common in the art and depends on factors such as the type 
and condition of tumor treated. 

Allowable Subject Matter 
The following is an examiner's statement of reasons for allowance: The examiner has 
found claims 18-28, 30 to be unobvious over the prior art of record and therefore to be allowable 
over the prior art of record of record. The present invention relates to a method for the treatment 
and care of primary and secondary tumors by inhibiting angiogenesis which comprises applying 
at the tumor site a biomaterial comprised of a benzyl ester of hyaluronic acid wherein said 
hyaluronic acid is at least specific % benzyl esterified, and wherein said biomaterial inhibits 
angiogenic processes related to vascularization. The very relevant prior art document Sakurai et 
al. (JP 61000017) does not disclose or suggest the method of treating tumors with benzyl ester of 
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hyaluronic acid much less the use of hyaluronic acid that is benzyl esterified at the claimed % to 
treat said tumors. 

Response to Amendment 
Applicant's arguments with respect to claims 10-17, 29 have been considered but are not 
found convincing. 

The applicant argues that it is well known that the cross-linking between hyaluronic acid 
and epoxy compounds disclosed by Sakurai et al. occurs only through ether bond formation; 
whereas the cross-linking among hyaluronic acid molecules presently claimed occurs through 
ester bond formation. It follows that Sakurai et al. fails to teach the presently claimed invention, 
and the anticipation rejection is improper. On the contrary, Sakurai et al. use multifunctional 
epoxy compounds, bisepoxy compound and halomethyloxirane such as epichlorohydrin. Such 
multifunctional epoxy compounds such as epichlorohydrin gives cross-linked esters of 
hyaluronic acid (for example, see US 4,957,744, col. 1, line 45 to col. 2, line 4; see also US 
4,716,224, abstract and example 4, cols. 7-8). Thus, the cross-linking among hyaluronic acid 
molecules in Sakurai et al. does occurs through ester bond formation as well as ether. That is, 
epichlorohydrin is a polyfunctional epoxy compound that can react with both carboxyl and 
alcohol groups of hyaluronic acid. 

The applicant argues that Sakurai et al. entirely fails to even mention the use of 
Applicants' claimed compounds in the context of treating and caring for tumors by inhibiting the 
angiogenic process, as claimed by Applicants. Sakurai et al. only discloses that its biomaterials 
are useful in cosmetics, in treating retinal detachments, in treating diabetic retinopathy and in 
healing diseased tissues (column 4, lines 1-60). For this reason as well, Sakurai et al. fails to 
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anticipate the presently claimed invention. On the contrary, Sakurai et al. disclose a method for 
the treatment of tumors by inhibiting or preventing the metastasis of the tumor which comprises 
applying (injecting) at the tumor site a biomaterial comprised of a cross-linked hyaluronic acid 
derivative (see abstract; see also STN of JP 61000017)). 

The applicant argues that Sakurai et al. teaches away from the presently claimed 
invention. In particular, Applicants submit that the epoxide derivatives disclosed by Sakurai: 
epichlorohydrin, epibromohydrin, and bisphenol A diglycidyl ethers are generally toxic 
compounds. Moreover, epichlorohydrin causes cancer (see for example the enclosed Haz-Map 
literature). It follows that Sakurai et al. teaches away from the presently claimed invention of a 
method for treatment of primary and secondary tumors. However, it is hyaluronic acid, and not 
epichlorohydrin, that is used to treat the tumor. Epichlorohydrin is only used as the cross-linking 
agent. Furthermore, Sakurai et al. disclose that the cross-linked hyaluronic acid prevented 
metastasis of the tumor and does not disclose any toxic effect caused by said cross-linked 
hyaluronic acid. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Henry whose telephone number is 571-272-0652. 
The examiner can normally be reached on 8.30am-5pm; Mon-Fri. If attempts to reach the 
examiner by telephone are unsuccessful, the examiner's supervisor, Shaojia A. Jiang can be 
reached on 571-272-0627. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 



Application/Control Number: 10/501,030 



Page 8 



Art Unit: 1623 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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